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Item 2.02 Results of Operations and Financial Condition.

On August 10, 2021, Day One Biopharmaceuticals, Inc. issued a press release announcing its financial results for the quarter ended June 30, 2021.
A copy of the press release is attached as Exhibit 99.1 to this report.

The information in this Item 2.02, including Exhibit 99.1 to this report, shall not be deemed to be “filed” for purposes of Section 18 of the
Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that section or Sections 11 and 12(a)(2) of
the Securities Act of 1933, as amended (the “Securities Act”). The information contained in this Item 2.02 and in the accompanying Exhibit 99.1 shall
not be incorporated by reference into any other filing under the Exchange Act or under the Securities Act, except as shall be expressly set forth by
specific reference in such filing.

Item 7.01 Regulation FD Disclosure.
On August 10, 2021, the Company also updated its corporate presentation. A copy of the corporate presentation is attached as Exhibit 99.2 to this

report.

The information in this Item 7.01, including Exhibit 99.2 to this report, shall not be deemed to be “filed” for purposes of Section 18 of the
Exchange Act, or otherwise subject to the liabilities of that section or Sections 11 and 12(a)(2) of the Securities Act. The information contained in this
Item 7.01 and in the accompanying Exhibit 99.2 shall not be incorporated by reference into any other filing under the Exchange Act or under the
Securities Act, except as shall be expressly set forth by specific reference in such filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Exhibit
Number Description
99.1 Press release issued by Day One Biopharmaceuticals, Inc. regarding its financial results for the quarter ended June 30, 2021, dated

August 10, 2021.

99.2 Corporate Presentation.
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Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.

DAY ONE BIOPHARMACEUTICALS, INC.

Date: August 10, 2021 By: /s/ Charles N. York II, M.B.A.

Chief Operating Officer and Chief Financial Officer



Exhibit 99.1

Day One

BIOPHARMACEUT
Day One Reports Second Quarter 2021 Financial Results and Corporate Progress
DAY101 Granted Rare Pediatric Disease Designation from FDA
DAY101 Granted Orphan Designation from European Commission
Dosed the First Patients in Pivotal FIREFLY-1 Clinical Trial of DAY101 in Patients with pLGG
Successfully Completed $184 Million Upsized Initial Public Offering Providing Funding into the Second Half of 2023

SOUTH SAN FRANCISCO, CA, August 10, 2021 — Day One Biopharmaceuticals (Nasdag: DAWN), a clinical-stage biopharmaceutical company
dedicated to developing and commercializing targeted therapies for patients of all ages with genomically defined cancers, today announced financial
results for the second quarter of 2021 and highlighted recent corporate achievements.

“Day One made significant progress across multiple clinical and corporate initiatives during the second quarter of 2021, including dosing the first
patients in our ongoing FIREFLY-1 pivotal study of DAY 101 in pediatric low-grade glioma,” said Jeremy Bender, Ph.D., chief executive officer of Day
One. “The success of our recent IPO reflects a strong commitment from our investors who, like all of us at Day One, recognize the therapeutic potential
of DAY101. Entering the second half of 2021, we remain well positioned to advance our pipeline through key data readouts with the goal of fulfilling
our mission of developing novel medicines to improve the lives of patients of all ages living with cancer.”

Program Highlights

. The Company announced first patients dosed in the FIREFLY-1 pivotal clinical trial of DAY 101 in pediatric low-grade glioma (pLGG).
FIREFLY-1 is being conducted in collaboration with the Pacific Pediatric Neuro-Oncology Consortium (PNOC) and is designed to support
the regulatory approval of DAY 101. Initial data from FIREFLY-1 is expected in the first half of 2022.

. Day One has initiated a Phase 2 monotherapy trial of DAY 101 in adult patients with recurrent, progressive, or refractory solid tumors
harboring MAPK pathway aberrations.

. The U.S. Food and Drug Administration (FDA) has granted Rare Pediatric Disease Designation to DAY 101 for the treatment of low-grade
gliomas harboring an activating RAF alteration that disproportionately affects children. If a New Drug Application in the United States for
DAY101 is approved, Day One may be eligible to receive a Priority Review Voucher (PRV) from the FDA, which can be redeemed to
obtain priority review for any subsequent marketing application or may be sold or transferred.
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The European Commission granted DAY 101 Orphan Designation for the treatment of glioma based upon a positive opinion from the
European Medicines Agency Committee for Orphan Medicinal Products.

Corporate Highlights

The Company announced the successful closing of its upsized initial public offering, raising gross proceeds of $184.0 million, bringing
total cash, cash equivalents and marketable securities to $310.0 million at the end of June 30, 2021. The company expects its current cash
position to fund operations into the second half of 2023 and through key clinical milestones.

Day One appointed Saira Ramasastry to its Board of Directors. Ms. Ramasastry currently serves as the Managing Partner of Life Sciences
Advisory, LLC, and brings more than 20 years of experience to the Board as a life sciences-focused strategic consultant and investment
banker.

Second Quarter 2021 Financial Highlights

Cash Position: Cash and cash equivalents and short-term investments totaled $310.0 million at June 30, 2021. Based on Day One’s current
operating plan, management believes it has sufficient capital resources to fund anticipated operations into the second half of 2023.

R&D Expenses: Research and development expenses were $9.9 million for the second quarter 2021 and $1.4 million for the second
quarter 2020. The increase was primarily due to additional employee compensation costs, clinical trial expenses, CMC activity and a
milestone payment for DAY 101.

G&A Expenses: General and administrative expenses were $5.5 million for the second quarter 2021 and $0.9 million for the second
quarter 2020. The increase was primarily due to additional employee compensation costs, legal, and professional expenses associated with
being a public company.

Net Loss: Net loss totaled $15.5 million and $2.4 million for the second quarter 2021 and 2020, respectively, with non-cash stock
compensation expense of $2.5 million and $0.1 million for the second quarter of 2021 and 2020, respectively.

Upcoming Events

12th Annual Wedbush PacGrow Healthcare Conference: Day One’s chief executive officer Jeremy Bender will be a participant on the
Panel, “Bullseye — Targeted Oncology Part 2”. The panel discussion will take place on Wednesday, August 11th at 10:20 am ET. Day One
will also be available for one-on-one investor meetings during the conference.
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About DAY101

DAY101 is an investigational, oral, brain-penetrant, highly-selective type II pan-RAF kinase inhibitor designed to target a key enzyme in the MAPK
signaling pathway. Studies have shown DAY101 has high brain distribution and exposure in comparison to other MAPK pathway inhibitors, thus
potentially benefiting patients with primary brain tumors or brain metastases of solid tumors. DAY 101 is a type II RAF inhibitor found to selectively
inhibit both monomeric and dimeric RAF kinase, which may broaden its potential clinical application to treat an array of RAF-altered tumors.

DAY101 has been studied in over 250 patients, and as a monotherapy demonstrated good tolerability and encouraging anti-tumor activity in pediatric
and adult populations with specific MAPK pathway-alterations. In November 2020, Day One announced preliminary results from PNOC014, an
ongoing Phase 1 Pacific Pediatric Neuro-Oncology Consortium (PNOC) network study with DAY 101 sponsored by the Dana-Farber Cancer Institute.
Preliminary results demonstrated that of the eight relapsed pLGG patients in the study with RAF fusions, two patients achieved a complete response by
Response Assessment for Neuro-Oncology (RANO), three had a partial response, two achieved prolonged stable disease, and one experienced
progressive disease. DAY 101 also demonstrated a tolerable safety profile with the most common side effects being skin rash and hair color changes.

DAY101 has been granted Breakthrough Therapy designation by the U.S. Food and Drug Administration (FDA) for the treatment of patients with pLGG
harboring an activating RAF alteration who require systemic therapy and who have either progressed following prior treatment or who have no
satisfactory alternative treatment options. The FDA has also granted Rare Pediatric Disease Designation to DAY 101 for the treatment of low-grade
gliomas harboring an activating RAF alteration that disproportionately affects children. In addition, DAY 101 has received Orphan Drug designation
from the FDA for the treatment of malignant glioma and orphan designation from the European Commission for the treatment of glioma.

Day One is conducting a pivotal Phase 2 trial (FIREFLY-1) of DAY101 in pediatric, adolescent and young adult patients with pLGG. Day One also
plans to study DAY 101 alone or in combination with other agents that target key signaling nodes in the MAPK pathway, such as the Company’s MEK
inhibitor pimasertib, in patient populations where various RAS and RAF alterations are believed to play an important role in driving disease.

About Day One Biopharmaceuticals

Day One Biopharmaceuticals is a clinical-stage biopharmaceutical company dedicated to developing and commercializing targeted therapies for patients
of all ages with genomically defined cancers. Day One was founded to address a critical unmet need: children with cancer are being left behind in a
cancer drug development revolution. Our name was inspired by the “The Day One Talk”1 that physicians have with patients and their families about an
initial cancer diagnosis and treatment plan. We aim to re-envision cancer drug development and redefine what’s possible for all people living with
cancer—regardless of age—starting from Day One.
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Day One partners with leading clinical oncologists, families, and scientists to identify, acquire, and develop important emerging cancer treatments. The
Company’s lead product candidate, DAY 101, is an oral, highly-selective type II pan-RAF kinase inhibitor, and is being evaluated in a pivotal Phase 2
clinical trial (FIREFLY-1) in pediatric, adolescent and young adult patients with recurrent or progressive low-grade glioma (pLGG). The Company’s
pipeline also includes the investigational agent pimasertib, a clinical-stage, oral, small molecule found to selectively inhibit mitogen-activated protein
kinase kinases 1 and 2 (MEK). Through Day One and its collaborators, cancer drug development comes of age. Day One is based in South San
Francisco. For more information, please visit www.dayonebio.com.

Cautionary Note Regarding Forward-Looking Statements

This press release contains “forward-looking” statements within the meaning of the “safe harbor” provisions of the Private Securities Litigation Reform
Act of 1995, including, but not limited to: Day One’s plans to develop cancer therapies, expectations from current clinical trials, the execution of the
Phase 2 clinical trial for DAY 101 as designed, any expectations about safety, efficacy, timing and ability to complete clinical trials and to obtain
regulatory approvals for DAY 101 and other candidates in development, and the ability of DAY 101 to treat pLGG or related indications.

» » » < » »

Statements including words such as “believe,” “plan,” “continue,” “expect,” “will,” “develop,” “signal,” “potential,” or “ongoing” and statements in the
future tense are forward-looking statements. These forward-looking statements involve risks and uncertainties, as well as assumptions, which, if they do
not fully materialize or prove incorrect, could cause our results to differ materially from those expressed or implied by such forward-looking statements.

Forward-looking statements are subject to risks and uncertainties that may cause Day One’s actual activities or results to differ significantly from those
expressed in any forward-looking statement, including risks and uncertainties in this press release and other risks set forth in our filings with the
Securities and Exchange Commission, including Day One’s ability to develop, obtain regulatory approval for or commercialize any product candidate,
Day One’s ability to protect intellectual property, the potential impact of the COVID-19 pandemic and the sufficiency of Day One’s cash, cash
equivalents and investments to fund its operations. These forward-looking statements speak only as of the date hereof and Day One specifically
disclaims any obligation to update these forward-looking statements or reasons why actual results might differ, whether as a result of new information,
future events or otherwise, except as required by law.

1 Jennifer W. Mack and Holcombe E. Grier; Journal of Clinical Oncology 2004 22:3, 563-566
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Day One Biopharmaceuticals, Inc.
Consolidated Statements of Operations and Comprehensive Loss
(unaudited)
(In thousands)

Three Months Ended
June 30,
2021 2020

Operating expenses:

Research and development $ 9,914 $ 1,437

General and administrative 5,525 872

Total operating expenses 15,439 2,309

Loss from operations (15,439) (2,309)
Interest expense ) (10)
Other expense 27) —
Changes in fair value of derivative tranches liability — (90)
Net loss and comprehensive loss (15,473) (2,409)
Net loss attributable to redeemable convertible noncontrolling interests (1,191) (649)
Exchange of redeemable noncontrolling interest shares — deemed dividend* (99,994) —
Net loss attributable to common share members / common stockholders $ (114276) $ (1,760)
Net loss per share, basic and diluted $ (5.04) $ (0.32)
Weighted-average number of common shares used in computing net loss per share, basic and diluted 22,661,889 5,456,203

* The exchange of redeemable non-controlling interest shares for Company common stock was accounted for as a non-cash, deemed dividend. See
Note 13 in the form 10-Q filed on August 10, 2021 for further information.

Day One Biopharmaceuticals, Inc.
Selected Consolidated Balance Sheet Data
(unaudited)

(In thousands)

June 30, December 31,
2021 2020
Cash and cash equivalents $309,996 $ 43,728
Total assets 316,537 45,661
Total liabilities 4,774 2,200
Accumulated deficit (86,308) (56,842)
Total stockholders’ equity /members’ (deficit) 311,763 (54,205)
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Contacts:

Media:

1AB

Dan Budwick
dan@labmedia.com

Investors:

LifeSci Advisors

Hans Vitzthum
hans@lifesciadvisors.com
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Cancer Drug Development for Patients of All Ages

AUGUST 2021




Disclaimer AN

This presentation and the accompanying oral commentary contain forward-locking statements that are based on our management's beliefs and assumptions and on information currently available to our / l
management, Forward-looking statements are inherently subject to risks and uncertainties, some of which cannet be predicted or quantified. In some cases, you can identify forward-looking statements by
terminology such as “may,” “will," “should,” “"could,” "expect,” “plan,” anticipate,” "believe,” "estimate,” “predict,” “intend,” "potential.” “would,” “continue,” “ongoing” or the negative of these terms or other

comparable terminology. Forward-looking statements include all statements other than statements of historical fact contained in this presentation, including information concerning our future financial

performance, business plans and objectives, timing and success of our planned development activities, our ability to obtain regulatory approval, the potential therapeutic benefits and economic value of our

product candidates, potential growth opportunities, competitive position, indusiry envireonment and potential market opportunities, and the impact of the COVID-19 pandemic on our business and cperations.

Forward-looking statements are subject to known and unknown risks, uncertalnties, assumptions and other factors. It is not possible for our management to predict all risks, nor can we assess the impact of all
factors on our business or the extent 1o which any factor, or combination of facters, may cause actual results to differ materially from those contained in any forward-looking statements we may make. These
factors, together with thosa that are described in under the heading “Risk Factors® contained in the final prospectus on Form 4248 filed with the Securities and Exchange Commission (“SEC") on May 26, 2021,
may cause our actual results, parformance or achievements to differ materially and adversely from those anticipated or implied by our forward-looking statements.

In addition, statements that “we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements are based upon information available to us as of the date of this
presentation, and although we believe such information forms a reasonable basis for such statements, such information may be limited or incomplete, and our statemants should not be read to indicate that we
have conducted a thorough inguiry into, or review of, all potentially available relevant information. These statements are inherently uncertain and investors are cautioned not to unduly rely upon these
statements. Furthermore, if our forward-looking statements prove 1o be inaccurate, the inaccuracy may be materal. In light of the significant uncertainties in these fonward-looking statements, you should not
regard these statements as a representation or warranty by us or any other person that we will achieve our objectives and plans in any specified time frame, or at all. We undertake no obligation to publicly
update any forward-looking statements, whether as a result of new information, future events or atherwise, except as required by law.

By attending or receiving this presentation you acknowledge that you will be solely responsible for your own assessment of the market and our market position and that you will conduct your own analysis and be
solely responsible for forming your own view of the polential future performance of our business.

This prasentation also contains estimates and other stalistical data made by independent parties and by us relating to marke! size and growth and other data about our industry. This data involves a number of
assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projections, assumptions, and estimates of our future performance and the future performance of the
markels in which we operate are necessarily subject to a high degree of unceriainty and risk,

This presentation shall not constitute an offer o sell or the solicitation of an offer to buy, nor shall there be any sale of these securities in any state or other jurisdiction in which such offer, solicitation or sale
would bé unlawful prior 1o registration or qualification under the securities laws of any such state or other jurisdiction.




A Mission that
Creates Value

@

« Develop medicines for
genomically-defined cancers

« Goal is to establish first-in-class
position through rapid pediatric
registration

= Expand to adult populations in
parallel

Specialized Team

« Deep expertise in oncology,

pediatric, and rare disease
development, registration, and
commercialization

+ Extensive network in the global

pediatric oncology community

» Proven track record of success

in building biopharma companies

Day One: Cancer Drug Development for Patients of All Ages

DAY101 Lead Program

al
Rare Pediatric Disease Designation,
Breakthrough Therapy Designation, pivotal
Phase 2 study with first patient dosed in

May 2021, and expecled NDA filing in 2023, if
the data from FIREFLY-1 are supportive

+ Potentially the first approval in a market with

na standard of care

+ Development plan based on clinical POC

demonsirated in pediatric and adult cancers
with known oncogenic tumaor alterations, with a
safety database of >250 patients

» >50% monotherapy ORR in pediatric low-

grade glioma (pLGG)

Potential to be a first-in-class oral, CNS-
penetrant pan-RAFi

®

®

Growing Portfolio and
Strong Investor Base

-t

1Q21 in-license of two clinical-
stage MEKI assels

$350M+ in capital raised to date
funds through pivotal data in
pLGG and early adult solid tumor
Phase 1b data

Access Biotechnology, Atlas
Ventures, Boxer Capital, BVF
Partners, Canaan, Franklin
Templeton, Janus Henderson
Investors, Perceptive Advisors, RA
Capital Management, T. Rowe
Price Associates, and Viking
Global Investors




Pediatric Markets Create Opportunity for High Impact and Capital Efficiency

Regulatory and
reimbursement tailwinds

+ Few approved products create

potential first-in-class
opportunities

+ Pricing flexibility for important

new therapies

« Supportive and engaged

advocacy and investigator
community waiting for better
treatment options

oD

Rapid clinical development
like other rare diseases

» Early engagement with global

regulatory authorities

« Small trials and clear endpoints

that permit rapid development to
proof-of-concept and potential
approval

Doy One <

Enriched responder
populations informed by
underlying biclogy

« Many pediatric tumors are
genetically simple and
genomically stable

+ Genetic alterations are often
oncogenic




Significant Clinical and Business Momentum Over Last 12 Months

Dolgf_.Cn.e

Business

« Announced prior $60M Series A and
lead clinical-stage program from Takeda

Clinical

» Expansion of Executive Leadership
Team and Board of Directors, including
Jeremy Bender, Lisa Bowers, and John
Josey

+ $130 Million Series B Financing to
Accelerate New Targeted Cancer
Treatments for Children

» Charles York Appointed COO and CFO,
and Expands Board of Directors with the
Addition of Natalie Holles

» Appoints Saira Ramasastry to Board of
Directors

» Successfully completes $184M IPO

RECENT ACCOMPLISHMENTS

AND MILESTONES ACHIEVED

$
an

—§—  Fep
S g

Q2 LY ! -~
- = « Announced plans to rapidly develop new
2020 cancer treatments for people of all ages

Q3/Q4

2020 — _

+ Announces Preliminary Phase 1 Results
for DAY101 pLGG, Breakthrough Therapy
Designation (BTD) and New Phase 2 Study

+ Expands Clinical-Stage Oncology Pipeline;
Global License Agreement with Merck
KGaA, Darmstadt, Germany to Develop
and Commercialize MEKI Pimasertib

,_Q_

2021

Ak « First Patient Dosed in FIREFLY-1 Pivotal
e Phase 2 Clinical Trial of DAY101 in
Apn'l / May L4 Pediatric Progressive Low-Grade Glioma
f— a — 2021
..*./ — [==l ——] * Rare Pediatric Disease Designation from
June / July [%— FDA and Orphan Designation from EC
$ 2021
|/ AUQUS‘ _ﬁ | + Initiated Adult Solid Tumer Clinical Trial
2021
SINGLE AGENT ACTIVITY FOR DAY 101
SENIOR LEADERSHIP APPOINTMENTS

BUSINESS DEVELOPMENT/LICENSING OF MEK INHIBITORS

CLINICAL PROGRAM EXPANSION




A Senior Team with Deep Experience Developing and Commercializing
Products in Pediatric and Adult Oncology Markets

eremy Bender, PhD, MBA Samuel Blackman, MD, PhD Charles York I, MBA
Chief Executive Officer Chief .\Tsd.l:.w Officer & meﬂ‘er Chief Dpem!mgann‘ FJmchai Officer
WP of Corporate Dew i Gilead, COOD Tizona e HasmaOr d Meurg-0nc; Oncology CFO and Head of Corporate D
Thavapoutics: Cf ma; founding Eoand a Maraiphamrma, Sdvirback Aeglea; Consulling CFO at B
altle Genetics, GEK

Lisa Bow Davy Chiodin, PharmD
Chief Cnmmerﬂ.al Oﬂ'ncnr Chief Development Officer
Tar VP Regulsiory Science, AcerlalAZ; Global

Regulatory Leader, Pedi
Rocha/Genentec

o Oincology,

UQy_ Cn.e



Our Pipeline

Anticipated
Product Candidate Preclinical Phase 1 Phase 2 Phase 3 Milestones

First patient dosed: 202021

DAY101 J IMITIATED: Relapsed pLGG (FIREFLY-1) o

e |l Pan-RAF Inhibitor Initial data: 1H2022

PLANNED: Frontline pLGG

Phase 3 initiation:
1H2022

INITIATED: Adult RAF-altered solid tumors: Phase 2 initiated:
(monotherapy)

August 2021

Phase 1b/2 initiation:
102022
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DAY101: Monotherapy Approach is Focused on RAF Fusions While Our

Combination Strategy Addresses a Broad Set of MAPK Alterations -

« DAY101 is a type || RAF inhibitor that selectively inhibits
both menomeric and dimeric RAF kinase

.

Approved BRAF products (e.g. vemurafenib, encorafenib) are type
| RAF inhibitors that only inhibit RAF monomers and are therefore
limited to use in BRAF VE00-altered tumors

Type | inhibitors can also cause paradoxical activation of the MAPK
pathway, which could potentially lead to increased tumor growth

« DAY101’s inhibition of both RAF monomers and dimers makes it
a unigue monotherapy approach for patients with tumors driven by
RAF wild-type fusions, and a bespoke therapy for pediatric low-
grade gliomas

+ Unlike type | RAF inhibitors, DAY 101 does not cause paradoxical
activation in RAF wild-type cells

= DAY101, in combination with MEK inhibitors, may act

synergistically to inhibit tumors driven by other MAPK alterations
and broadens its potential clinical applications

2ay gne

RAF
monomeric
kinase

RAF
dimeric
kinase

Typel Typell
Momomer-selective RAF RAF dimer inhibitor
inhibitor (e.g. vemurafenib, {e.g., LXH254,
dabrafenib, encorafenib) LY3008120)

@
&=
i

® &

Adapled from: Yaeger and Carcoran, Cancer Discovery, 2015




The Current pLGG Treatment Paradigm Reflects the Unrelenting Nature of
this Chronic Brain Tumor =

’

%

Presentation Surgical Intervention
1

Targeted Tx jet X
(B=10%) {40-50%)

Targeted Tx

(40-50%)

Additional
lines of
therapy

~50%

Chemo

Chema

90%) (S0) (35%)

Other
(=20%)

Other Other
(=5%) [<5%)

Response,
No racurmence

Because many pLGGs undergo senescence when patients reach their 20s, the goal of
therapy is to maximize tumor control while minimizing treatment-associated toxicities
from surgery, chemotherapy, and radiation. As a result, a large number of pLGG patients will
undergo multiple lines of systemic therapy over the course of their disease.




PNOCO014 Study Results Demonstrated Responses or Stable
Disease in Majority of pLGG Patients Treated with DAY101

DAY101 studied as once-weekly monotherapy in a Phase 1 dose escalation trial in relapsed pediatric glioma patients conducted
by the Dana-Farber Cancer Institute and the Pacific Pediatric Neuro-Oncology Consortium (PNOC)

Of the eight patients with RAF fusions (7 BRAF, 1 CRAF), two patients achieved a complete response by Response
Assessment for Neuro-Oncology (RANQ), three had a partial response, and two achieved prolonged stable disease

Median time to achieve a response was 10.5 weeks, with most common side effects being skin rash and hair color
changes. Most patients treated up to two years at 420 mg/m?/week.

US FDA has granted DAY101 Breakthrough Therapy designation for the treatment of pediatric patients with advanced low-
grade glioma harboring RAF alteration and Orphan Drug Designation for the treatment of malignant glioma

e ) 00 | 000 OO

Complete Response Partial Response Prolonged Stable Disease
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Results from Independent Radiology Review of PNOC014

Best response from baseline
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Wiight & et ol Neuro Oncology Absiract CTNE1S, 2020

. RANO: Response assessment for
neuro-oncology (FDA standard)

. Volumetric image analysis (exploratory)

. RAPMNO: Response assessment for
pediatric neurc-oncology (exploratory)



Multiple Rapid, Deep and Durable Responses Observed following Initiation
of DAY101 Treatment of pLGG Patients in PNOC014

Growth kinetics of Target Lesions from Screening

80.00 t
RANC PD Median time to
60.00
40.00
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Drug-related Adverse Events Observed for DAY101 in PNOCO014 Showed

Favorable Safety and Tolerability Profile in pLGG

DAY101 AE summary

+ Most common toxicity: skin

« AEs reversible and all
manageable

« Single, reversible Grade
3 event

+ No Grade 4 AEs

* No dose reductions (vs.
40% of patients on
selumetinib montherapy
required dose reductions)

Doy One <

Diader of DAYIOT gade cutalf; 02 JAN 2020

Drug-related AEs for DAY101

x|
Anermia B (B7%)
Hypophosphatemia 4 (44%)
Fatigue 5 (55%)
Rash B (B9%)
Achromatrichia 7 (78%)
Pruritis 6 (67%)
Phatosensitivity 1 {11%)
Mevus 7 (78%)
Alopecia 3(34%)
Epistaxis 2 (22%)
Dry skin 3 (34%)
Myalgias/arthralgias 3 (34%)
Anorexia 2 (22%)
Cheilitis: 3 (34%)
Hypermagnesemia 1(11%)
Bleeding gums 1(11%:)
Increased AST 4 (48%)
Maussaivomiting 3 (33%)
CPK elevation 1(11%)
Weight oss 2 (22%)

Weright K of. al. Newo Oncology Abstract CTNLIS. 2020
Fangueang J o &, Lancel Onool 2009

Increased ALT

CPK alevation

Diarrhea

Decreased ejection fraction
Gastric hasmorrhage
Headache

Decraasad ymphocyte count
Neuiropenia

Paranychia

Rash (acneiform)

Rash {maculopapular)
Skin infection

Tooth infection

Weight gain

Variling

Nausea

Increased AST

Anemia

Pruritis

Dyspnea

20 {40%)
34 (68%)
27 (54%)
19 (38%)

14 (28%)
19 (38%)
14 (28%)
19 {38%)
29 (58%)
26 (52%)
7 (14%)

5 (10%)
22 (44%)
21 (42%)
25 (50%)
28 (56%)
10 (20%)
30 (60%)

Grade 3

1(2%)
5 (10%)
2 14%)
1 (2%)
1(2%)
1(2%)

3 (6%)
3 (6%)
2 (4%)
5 (10%)
1(2%)
1(2%)
1(2%)

1 (2%)



Pivotal Phase 2 Study of Monotherapy DAY101 in pLGG (FIREFLY-1)

Trial Design Endpoints
« Single arm, open-label, global registrational phase 2 study + Primary endpoint: ORR based on RANO criteria, assesed
« n = 60 patients (approximately) by independent review
- Eligibility: patients aged 6 months — 25 years with LGG * Secondary endpoints: ORR by RAPNO criteria; EFS;
harboring a KIAA1549:BRAF wild-type fusion or BRAF V600 safety
mutation

MRI: Baseline and every 3rd cycle

Day 28100
Study Drug Administration After !Cyr.'le 27 patients may either
—\'J—_ confinue treatment or enter drug
420mg/m QW holiday period at any time
(at discretion of Investigator)
Eligibility evaluation Treatment period: minimum of 2 years or until progression or toxicity/intolerability

Day One MBGNALIC FBSONGNCE Mg RN ; . . .



Incidence and Prevalence of BRAF-altered pLGG

US Population?

Rate of CNS Tumors (0.00521%)?
Gliomas (63%)2

Low Grade (77%)?

Has Received Drug Tx (58%)?
BRAF Mutated (70%)?

2020

Estimated Incidence
Under 25

~105,000,000

~5,500
~3,500
~2,600
~1,500
~1,100

~1,100

Estimated Annual Incidence

in the U.S. W

2017

Estimated SEER Prevalence
Under 25

NA
~130,000°

~82,000
~63,000
~36,000
~26,000

~26,000

Estimated Prevalence (SEER)




Our Pipeline

Product Candidate Preclinical Phase 1 Phase 2

DAY101 § INITIATED: Relapsed pLGG (FIREFLY-1)' °

wr

PLANNED: Frontline pLGG

INITIATED: Adult RAF-altered solid tumors®
¥ EC Orphan Desi i {l'l'lﬂl'lfﬂh'.",—"l‘ﬁi:.‘)l'::'

s 272 yes

e 2 trnal expecled fo st

Day One

Phase 3

Anticipated
Milestones

First patient dosed: 202021

Initial data: 1H2022

Phase 3 initiation:
1H2022

Phase 2 initiated:
August 2021

Phase 1b/2 initiation:
102022

reviously completed



DAY 101 is Active as a Monotherapy in Patients with RAF-altered |

\
N\
Adult Solid Tumors and Has Shown Strong Synergy Preclinically in Combination —"-_,::/

77/

l
Clinical activity demonstrated in + >225 adult patient exposures
relapsed melanoma patients; + Responsesin BRAF VE00E mutant tumors similar to type | BRAF inhibitors

preclinical activity demonstrated in RAF + Responses in relapsed BRAF and NRAS-mutant melanoma, suggesting DAY101

fusions, BRAF non-VB00 mutations, may be active in tumors currently unaddressed by approved Type | BRAF
and BRAF VY600 mutations inhibitors

+ Less frequent and less severe acneiform rash
Differentiated safety profile for - No observed ophthalmologic liabilities (RVO/CSR)
DAY101 vs. existing BRAF and . TP :
MEK inhibitors No observed CV liabilities (changes in LVEF)

* No type | BRAF SAEs: SCCs/KAs, pyrexia, arthralgia

tumor study m urthe
evaluate mono = Same study will include combination cohorts of DAY 101 + pimasertib
altered tum or which there

are no currently approved therapies

DO One 3 Source: Olazansk! AJ el &l European Sockely for Medcal Oneols Congress:; Poater 84100, 2017
¥ oy 17
i Unpublished ciinical sludy results



Next-generation RAF Inhibitors are Unique in Their Ability to Address Adult -.&\
Cancers Associated with RAF Wild-type Fusions —

|

Only DAY101 has demonstrated monotherapy
clinical activity in KIAA1549:BRAF and
SRGAP3:CRAF wild-type fusions in pLGG

Fercent of Comtrod ]
susrrd ik
¥
i
gL

e Activity of BRAF dimer-breaker PLX-8394 in BRAF wild-
RZ Compounds et in ME 1971 cofl e type fusion melanoma
L - BRAFA faiicn,  * TARIOR -
gi j= m— ) ---ﬂ,,}g;' l]
=™ - P H ¥
3. % B Tre— ] 0y
3 ) Ctn !; B by "“”!INrrr!t;rr:r baterehsitee i.[ !.i
| - i H
ge » SN e
i b . i‘; a I
= Day OneiCrownBio internal data FL ——
e E5251-U2001 (Sep 2020)
o/ = | 00 BN Sep ity | e ———
&2 e
Botton T et al, Cell Reports, 2019 i
LY3009120: Lilly pan-RAFi iz
Lifirafenib: Beigene pan-RAFIEGFRI i-
CCT196969: CRUK RAF "paradox broaker” - =5 Sl
R Gouda M et al, CR observed at 1500 mg BID = 3x

Springworks 2020 Corp Presentation ESMO 2020 higher total AUC over 900 mg BID

@
Doy One < 18




|

Strong Scientific Rationale for Combining DAY101 with Additional MAPK \N\

Pathway Inhibitors —
BRAF BRAF or CRAF WT KRAS or NRAS NF1 ‘
non-V600 fusion mutant LOF J

Signaling @ PI3KI RAS/RAF/ m
pathways mTOR MEKIERK

Proliferation, survival Preliferation, survival Proliferation, survival Proliferation, survival

KRAS-

A i G12Ci
Potential R e = _ _
combinations LAl Type Il RAFi + MEKi TypellRAFi+ = Type Il RAFi + SHP2i

SHP2i -
SHP2i
« Non VB00 BRAF dimers are * BRAF fusion dimers are « Targeting multiple nodes of + Targeting multiple
Rationale effectively inhibited by effectively inhibited by MAPK pathway will drive deeper pathways will drive deeper
type 11, but not type |, RAFi type 11, but not type | and more durable response response
RAFi

Doy One <



Pimasertib: Allosteric MEK1/2 Inhibitor with Demonstrated
Activity in MAPK-driven Solid Tumors

» Pimasertib is an orally-bioavailable, selective, non-
competitive MEK1/2 inhibitor in-licensed from Merck
KGaA in February 2021

= Extensive non-clinical and clinical development
work through Phase 2, including a solid tumor trial in
Japan and combinations with other MOAs

* Main AEs typical for all in-class allosteric MEK inhibitors
(Gl, CPK elevation, skin rash, visual disturbances)

» Nearly three-fold higher CNS penetration than
trametinib or selumetinib

* Pimasertib showed monotherapy clinical activity,
including an improvement in median PFS versus
dacarbazine in NRAS mutant melanoma

+ Combination with DAY101 and other targeted
therapies may unlock the full value of pimasertib in WEHOTOOL
advanced solid tumors .

ERK
[ |

Nuclear membrang

Sowrce: Heprer, Salgues, Anjos, et al. 2077.

Day One

Fources Pimaserhl Mvestgator Brochure, w12, 2019 de Googer of al, Inf J Cancer, 2018 Shanv of af, AACK LE-56. 2012 Labbe of &), Cancers, 2020 20



Vertical MAPK Pathway Inhibition with DAY 101 and Pimasertib
Unlocks Potential Synergy for Adult Solid Tumors

+ The MAPK pathway normally

has multiple feedback loops A MAPK Signaling in MEK inhibiticn MEK + RAF inhibition B
that negatively regulats RAS mutant tumors induces RAS-GTP is synergistic

g
upstream (RAS/RAF) RIK R R i
ALyl s NE Opsal Ii[filllliiii;l &:::::[:ni/i:]:]:::::l:[:i|i::]ﬁi: I i|iIIIIIIIIi[i[i?ll‘Z‘[Ilili‘.]IIZIZ[
signaling. ) ¢ { D11 )
@ P [P -

x90° ILEEE

0 an 24 15 &3 HT

F@‘ A3 ek 13 18 B W
DAY ()

e P83 10 [
——— 233
— 1
== ) 0w

* Monotherapy MEK inhibition
disables these feedback loops
and induces RAS signaling as
well as RAF dimerization and

activation.
+ Combination therapy with a i
MEK inhibitor and type Il RAF —o

inhibitor is synergistic in

Prolifgration (%)

Modified from Yen et al. Gancer Cell, 2018 - 0
KRASmut and BRAFmut S m
tumor models. A, Mechanistic model for vertical MAPK pattrway inhibation (maodified from Yan et al, Cancer Cell, 2018) , A
B DAY101 + MEK inhibitor (s synangistic in KRAS G12C and Q61 mutant tumer call models (Day One
intemal data)

C. Senstnity of KRAS 061 mulant calls to pimasertib is enhanced when cells ane treabed with the type 1|
RAF infibitor BGB-283 (Yuan & &, Mal Onc 2020)

AL



Pimasertib Combined with DAY101 May Have a Rapid Path to Market

MASTER PROTOCOL Phase 1b Phase 2

Ph1b portion waived BRAFwt fusion melanoma

Substudy 1: .—
DAY101 BRAFwt f

[munDthE.rapy dosea - melanom i y Design:
established) P1b: BOIN (adaptive)

Biomarker- i Enrall P2: Simon 2-slage
= : R B Treat until progression, toxicity or withdrawal of consent
positive patients

(stage 1, n=10/cohort;
stage 2, n=25/cohort)

Key endpoints:

Pre-identified patients with Substudy 2: DAY101+ Fib: Safety, MTD/RP2D
advanced solid tumars DAY101+ \ ~ - 5 P2: Efficacy (ORR, DOR)
and available clinical - : Pimasertib
molecular profiling Pimasertib Combo Dose
information.

Escalation

+ Combination dose escalation will be performed in advanced solid tumor
patients with any MAPK alteration

+ Expansion cohorts will focus on indications with a potential path to
accelerated approval

+ Intent to open at US and ex-US clinical trial sites

Additional biomarker-selected
cohorts may be pursued based
on developing data



Financial Summary: DAWN

Cash and cash equivalents as of June 30, 2021:

IPO on May 26, 2021:
shares of common stock outstanding

Three Months Ended Three Months Ended
$ Millions 6/30/21 B6/30/20
R&D Expense $9.9 $1.4
G&A Expense $5.5 $0.9
Net Loss §15.4 $2.3

+ Initial clinical data for DAY 101 in pivotal FIREFLY-1 expected in first
half 2022
Projected cash runway into the + Anticipated NDA filing for DAY 101 in pLGG in 2023, if data from

second half of 2023 FIREFLY-1 are supportive
= DAY101 and pimasertib combination trial expected to initiate in first

quarter 2022

Day One
- All financial and share mformalion is unaudited



Re-envisioning and Redefining Drug Development for People of All .
Ages — Starting at Day One

%

Oral, CNS-penetrant, pan-RAF Oral, allosteric MEK inhibitor TEAM
* pLGG: most common brain tumer in children, with + Combination with DAY101 in MAPK- « Deep experience in the space
no approved therapies altered solid tumors and corporate development
* Rapid and durable responses demonstrated in + Clinical experience in over 800 patients - Strategy to aggressively pursue
sy pre- freetd pLOS petients » Clear rationale for combo for pan-RAFi other assets and indications
+ Well-tolerated as monaotherapy; no Grade 4 AEs and MEKi
+ Worldwide rights to all indications + Worldwide rights to all indications

+ |IP: composition of matter to mid-2030s with PTE,
potential exclusivity to late 2030s [ early 2040s
via broad patent portfolio

First Patient Dosed in Pivotal FIREFLY-1 May 2021, i ol iatri
Inttial Data 1H 2022 Plan to Initiate Combination Trial with p“’s':,'“g Fi’f{.‘“ """”:ﬁ.‘hpe"'a"“’
DAY101 1Q 2022 and Adult Targeted Therapy
Opportunities

Initiated Adult Solid Tumor Trial August 2021

5L






